SUMMARY Familial cerebellar ataxia with hypogonadotrophic hypogonadism is a rare condition. Two affected siblings in a sibship of three were studied and found to have low plasma gonadotrophin levels. No rise in gonadotrophin levels was demonstrable after repeated stimulation with LHRH. The pattern of TSH and prolactin responses to TRH stimulation suggest hypothalamic dysfunction. The results clearly identify the cause of hypogonadism to be due to a defect in production or release of gonadotrophins by the pituitary gland and suggest that hypogonadism is part of a greater endocrine disturbance involving both the hypothalamus and pituitary.
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The association of spino-cerebellar degeneration of the nervous system with endocrine dysfunction is well established. Holmes' first described a family of eight siblings in whom four members with cerebellar ataxia were noted to be sexually undeveloped. Except for one report,2 the endocrine status of such patients has been poorly documented. We describe the investigations performed which establish the cause of hypogonadism to be due to a defect in the pituitary. 
Endocrinological studies
The results showed a hypogonadotrophic hypogonadism. (table) The LH and FSH responses to a 100 pg dose of LHRH were subnormal. This was followed by twice-daily intramuscular injections of 100 pg LHRH (RelefactR' Hoechst AG, Germany) for 7 days. A second LHRH stimulation was performed at the end of the 7 days under similar conditions. Gonadotrophin assays were quantified in duplicate by radio-immunoassay using commercial kits (Pharmacia Diagnostics AB, Uppsala Sweden).
Case 2 A 21 year old Chinese female (sister of Case 1) was seen for primary amenorrhoea and ataxia. Her birth and developmental history were normal till the onset of unsteadiness at 6 years of age. On There is also evidence to suggest that the defect is not confined to the pituitary but involves the hypothalamus as well. The TSH and prolactin responses to TRH stimulation at 60 minutes are higher than those at 20 minutes (table) . This pattern of responses is presumptive evidence of hypothalamic dysfunction.
There was impairment of GH release despite tSamples at 0800 h following overnight water deprivation.
Syndrome ofcerebellar ataxia and hypogondotrophic hypogonadism marked hypoglycaemia. An intact hypothalamopituitary axis is a pre-requisite for normal GH release. The impaired response in this patient may be due to a defect in the pituitary or the hypothalamus or both. GHRH stimulation may resolve the issue; poor GH response to GHRH would indicate a defect in the pituitary.
We conclude that the syndrome of ataxia and hypogonadotrophic hypogonadism is not a homogeneous entity. Pituitary deficiency is not isolated to gonadotrophins and there is evidence suggesting hypothalamic dysfunction. It appears that the endocrine disturbance in this syndrome is a spectrum which involves both the hypothalamus and pituitary. 
